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=> "HCV genotype 2a isolate" 
7349 "HCV" 

17 "HCVS" 
7353 "HCV" 

("HCV" OR "HCVS") 
3 0644 "GENOTYPE" 
39594 "GENOTYPES" 
53369 "GENOTYPE" 

("GENOTYPE" OR "GENOTYPES") 
27493 "2A" 
49972 "ISOLATE" 
5 8 823 "ISOLATES" 
98536 "ISOLATE" 

("ISOLATE" OR "ISOLATES") 
LI 0 "HCV GENOTYPE 2A ISOLATE" 

("HCV" (W) "GENOTYPE" (W) "2A" (W) "ISOLATE") 



=> "HCV genotype 2a" 
734 9 "HCV" 

17 "HCVS" 
7353 "HCV" 

("HCV" OR "HCVS") 
3 0644 "GENOTYPE" 
3 9594 "GENOTYPES" 
53 369 "GENOTYPE" 

("GENOTYPE" OR "GENOTYPES") 
27493 "2A" 
L2 15 "HCV GENOTYPE 2A" 

("HCV" (W) "GENOTYPE" (W) "2A") 

=> L2 and "cell culture" 
1743376 "CELL" 
1554048 "CELLS" 
2339357 "CELL" 

("CELL" OR "CELLS") 
343995 "CULTURE" 
191184 "CULTURES" 
456885 "CULTURE" 

("CULTURE" OR "CULTURES") 
61464 "CELL CULTURE" 

("CELL" (W) "CULTURE") 
L3 0 L2 AND "CELL CULTURE" 



=> DIS L2 1- IBIB lABS 

YOU HAVE REQUESTED DATA FROM 15 ANSWERS - CONTINUE? Y/ (N) :Y 
THE ESTIMATED COST FOR THIS REQUEST IS 38.12 U.S. DOLLARS 
DO YOU WANT TO CONTINUE WITH THIS REQUEST? (Y)/N:Y 
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Sequence analysis of PePHD within HCV E2 region and 
correlation with resistance of interferon therapy in 
Japanese patients infected with HCV 
genotypes 2a and 2b 

Saito, Takeshi; Ito, Takayoshi; Ishiko, Hiroaki; 
Yonaha, Mari; Morikawa, Kenichi; Miyokawa, Akio; 
Mitamura, Keiji 

Second Department of Internal Medicine, Showa 
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DOCUMENT TYPE: Journal 
LANGUAGE : Engl i sh 

ABSTRACT : 

Objective. Hepatitis C virus (HCV) E2 protein was recently reported to have a 
double-stranded RNA-activated protein kinase-eukaryotic initiation factor 
2a (PKR-eIF2a) phosphorylation homol . domain (PePHD) ; PKR is 
induced by interferon (IFN) . PePHD interacts with PKR and inactivates it. 
PePHD could be a predictor for IFN response, like the interferon sensitivity 
determination region (ISDR) of HCV NS5A. Several groups reported that PePHD is 
conserved, and mutations in this region do not correlate with IFN response. In 
this study, we further investigated the amino acid variation of PePHD among 
four major genotypes and its correlation with IFN response. Methods. We 
enrolled 74 patients for this study and determined PePHD sequence of HCV derived 
from sera of patients infected with HCV genotype la (1 patient; nonresponder 
[NR] ) , lb (36 patients; 4 complete responders [CR] , 32 NR) , 2a (29 patients; 17 
CR, 12 NR) , and 2b (8 patients; 3 CR, 5 NR) . We also analyzed mutations in 
ISDR of HCV genotype lb in 31 patients. Results. PePHD had several variations 
among four genotypes investigated. In patients infected with HCV genotype lb, 
PePHD sequence was well conserved and seemed to have no correlation with IFN 
response. Mutations in ISDR were correlated with IFN response. In patients 
with HCV genotypes 2a and 2b, PePHD had multiple 

variations, and one particular motif, "RGQQ-" at the N-terminus, showed a close 

correlation with IFN resistance. All eight patients with HCV containing this motif 

were IFN nonresponders . Conclusions. IFN resistance of HCV correlates with 

its "RGQQ-" motif at the N-terminus of PePHD in HCV genotype 

***2a*** and 2b. PePHD of HCV could be a predictor of IFN resistance in 

patients infected with HCV genotype 2a and 2b. 

REFERENCE COUNT: 34 THERE ARE 34 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Association of amino acid substitution pattern in 
nonstructural protein 5A of hepatitis C virus 
genotype2a low viral load and response to interferon 
monotherapy 

Akuta, Norio; Suzuki, -Fumitaka; Tsubota, Akihito; 
Suzuki, Yoshiyuki; Hosaka, Tetsuya; Someya, Takashi; 
Kobayashi, Masahiro; Saitoh, Satoshi; Arase, Yasuji; 
Ikeda, Kenji; Kumada, Hiromitsu 

Department of Gastroenterology, Toranomon Hospital, 
Tokyo, 105-0001, Japan 

Journal of Medical Virology (2003), 69(3), 376-383 
CODEN: JMVIDB; ISSN: 0146-6615 
Wiley-Liss, Inc. 
Journal 
English 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
ABSTRACT : 

Patients with low titer (<0.5 mEq/mL) of hepatitis C virus (HCV) 
***genotype*** 2a achieve high and sustained response (SR) rates to 
interferon (IFN) monotherapy, but we also encounter patients who are resistant 
to therapy. We explored the relationship between response to IFN and virol . 
differences in such patients. We evaluated 159 consecutive naive patients with 
low titer of HCV genotype 2a who received IFN 

monotherapy. A case-control study matched for age, sex, and viral load was 
conducted to examine the substitution patterns in amino acid positions (amino 
acids) 2163-2254 of nonstructural (NS) 5A between nonresponders to ideal IFN 
dose (S500 million units) (nonresponders; NR) and responder to less than 
ideal dose. Overall, 82.4% achieved SR. The substitution nos . in amino acids 
2193-2254 were higher in SR than NR patients (P < 0.05). High proportions of 
patients with substitution at amino acid 2205 (mainly threonine [T] instead of 
alanine [A] ) , dual amino acids 2169 and 2205 (mainly A-T instead of T-A) , and 
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those without substitution at amino acids 2227 were NR (P < 0.05) . Four of 7 
NR patients achieved SR after receiving a second course of IFN. Their amino 
acids patterns at positions probably associated with sensitivity to IFN did not 
change at the start of initial and second therapies except for one patient, and 
they had lower viral load and were treated with higher IFN dose in the second 
course compared with the initial course. Our results suggest that substitution 
patterns in NS5A in patients with low titer of HCV genotype 

***2a*** may affect their response to IFN, but the response to therapy may be 
affected by mechanisms other than substitutions in this region. 

REFERENCE COUNT: 40 THERE ARE 40 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L2 ANSWER 3 OF 15 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 
AUTHOR (S) : 



CORPORATE SOURCE: 



SOURCE : 



CAPLUS COPYRIGHT 2 004 ACS on STN 
2003:153965 CAPLUS 
138 :396946 

Hepatitis C virus molecular epidemiology in Uzbekistan 
Kurbanov, Fuat; Tanaka, Yasuhito; Sugauchi, Fuminaka; 
Kato, Hideaki; Ruzibakiev, Ruslan; Zalyalieva, Mariam; 
Yunusova, Zulhumor; Mizokami, Masashi 

Department of Clinical Molecular Informative Medicine, 
Nagoya City University Graduate School of Medical 
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CODEN: JMVIDB; ISSN: 0146-6615 
Wiley-Liss, Inc. 
Journal 
English 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
ABSTRACT: 

The aim of this study was to identify hepatitis C virus (HCV) genotypes and to 
estimate their prevalence in various risk groups and the regional distribution ii 
Uzbekistan. Preliminary serol . screening of 1,269 subjects revealed 6.5% 
anti-HCV-pos . in a general population, 27.1% in patient groups, and 51.7% among 
i.v. drug users. HCV genotypes of 104 anti-HCV-pos. subjects were determined us: 
a PCR-genotyping system in core region, and the results were supported by 
nucleotide sequencing of the NS5B region. Genotype lb identified in total 
64.2%, was the most prevalent. The genotype 3a identified in 25.0% was the 
second one distributed. HCV genotypes 2a, la, 

2b, and 3b were identified in 3.8%, 2.9%, 2.9%, and 1.0% of cases, resp. The 
i.v. drug users were distinguished from other groups by having the highest 
prevalence of genotype 3a, i.e., 50.0%, higher than the 33.3% for genotype lb 
in this group. Geog., genotype lb was common; genotype 3a was also found 
frequently in all three regions. Uncommon HCV genotypes (la, 2a, 2b, and 3b) 
were found in comparatively greater variability in the western region. Mol . 
evolutionary anal, based on the NS5B region did not reveal specific clustering 
or indigenous strains among Uzbekistan HCV isolates. In summary, two main 
mechanisms of HCV infection distribution were observed in Uzbekistan: HCV lb 
genotype infection is wide-spread through blood products, and HCV 3a genotype 
infection is spreading through the growing number of i.v. drug users. 
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SEN virus infection in patients with chronic hepatitis 
C: preferential coinfection with hepatitis C genotype 
2a and no effect on response to therapy with 
interferon plus ribavirin 

Kao, Jia-Horng; Chen, Wendy; Chen, Pei-Jer; Lai, 
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Graduate Institute of Clinical Medicine, Department of 
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of Medicine and National Taiwan University Hospital, 
Taipei, Taiwan 

SOURCE: Journal of Infectious Diseases (2003), 187(2), 307-310 

CODEN: JIDIAQ; ISSN: 0022-1899 
PUBLISHER: University of Chicago Press 

DOCUMENT TYPE: Journal 
LANGUAGE : Engl i sh 

ABSTRACT: 

To clarify the influence that a recently identified SEN virus (SENV) has on 
hepatitis C virus (HCV) response to therapy with interferon plus ribavirin, 2 
SENV variants, SENV-D and SENV-H, were studied in 100 patients with chronic 
hepatitis C; 57 of these patients were pos . for SENV-D/H DNA, and there were no 
differences, in clinicopathol . features, between patients with and without SENV 
coinfection. However, patients with SENV coinfection had a higher prevalence 
of HCV genotype 2a than did those without it. 

The sustained HCV response rate after combination therapy was comparable 
between patients with and without SENV coinfection. Of the 57 patients with 
SENV coinfection, 18 (32%) had a sustained SENV response to combination 
therapy, and SENV-D had a higher sustained response rate than did SENV-H. 
These results suggest that SENV has a specific link to HCV 
***genotype*** 2a and that SENV infection has no apparent effect on 
coexisting chronic hepatitis C. 
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Efficacy of interferon monotherapy to 3 94 consecutive 
naive cases infected with hepatitis C virus genotype 
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Akuta, Norio; Suzuki, Fumitaka; Tsubota, Akihito; 
Suzuki, Yoshiyuki; Someya, Takashi; Kobayashi, 
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CODEN: JOHEEC; ISSN: 0168-8278 
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PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
ABSTRACT : 

Background/Aims: The mechanism of variable response to interferon (IFN) 
monotherapy in patients infected with HCV genotype 

***2a*** is still unclear. Here we investigated the response in a large 

group of patients infected with genotype 2a. Methods: We evaluated 3 94 

consecutive non-cirrhotic naive patients infected with genotype 2a who received 

IFN monotherapy for 24 wk, including initial aggressive induction therapy. Of 

these, 97 were also evaluated for early viral kinetics in serum and treatment 

efficacy. Results: The overall sustained response (SR) rate was 68.3% (viral 

load <1.0 Meq/mL (82.4%); ^1.0 (52.4%)). Multivariate anal, identified 

five independent factors associated with SR; viral load <1.0 Meq/mL, total IFN 

dose S700 million units, hepatocyte steatosis none or mild, albumin 

&3 . 9 g/dL, and alanine aminotransferase S75 IU/1. The kinetic 

study showed that serum viral clearance at ^1 wk was the best predictor 

of SR, and persistence at > 4 wk was a predictor of non-SR. 

Conclusions: Our study suggests that viral, host and IFN treatment-related 

factors determine the response to IFN monotherapy in patients infected with 

***HCV*** genotype 2a. Further, we report that IFN 

monotherapy is very effective for patients with genotype 2a, especially for those 
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with low viral load; 
the response . 



and that early viral kinetics is useful as a predictor of 
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Activation and evasion of the antiviral 2 '-5' 
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PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
ABSTRACT : 

Chronic hepatitis C virus (HCV) infections are a significant 
and mortality worldwide. Interf eron-a2b treatment, alone or in 
combination with ribavirin, eliminates HCV from some patients, but patients 
infected with HCV genotype 1 viruses are cured less frequently than patients 
infected with HCV genotype 2 or 3 viruses. The authors report that HCV mRNA 
was detected and destroyed by the interf eron-regulated antiviral 2 '-5' 
oligoadenylate synthetase/RNase L pathway present in cytoplasmic exts . of HeLa 
cells. RNase L cleaved HCV mRNA into fragments 200 to 500 bases in length. 
RNase L cleaved HCV mRNA predominately at UA and UU dinucleotides within loops 
of predicted stem-loop structures. HCV mRNAs from relatively 
interferon-resistant genotypes (HCV genotypes la and lb) have fewer UA and UU 
dinucleotides than HCV mRNAs from more interf eron- sensitive genotypes ( 
***HCV*** genotypes 2a, 2b, 3a, and 3b) . HCV 2a mRNA, 

with 73 more UA and UU dinucleotides than HCV la mRNA, was cleaved by RNase L 
more readily than HCV la mRNA. In patients, HCV lb mRNAs accumulated silent 
mutations preferentially at UA and UU dinucleotides during interferon therapy. 
These results suggest that the sensitivity of HCV infections to interferon 
therapy may correlate with the efficiency by which RNase L cleaves HCV mRNA. 
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Hepatitis C virus (HCV) genotypes, human leukocyte 
antigen expression and monoclonal gammopathy 
prevalence during chronic HCV infection 
Perrone, Antonio; Deramo, Maria Teresa; Spaccavento, 
Felice; Santarcangelo, Pasquale; Favoino, Biagio; 
Antonaci, Salvatore 
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PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
ABSTRACT : 

Patients with chronic hepatitis C virus (HCV) infection (530 in toto) , and 294 
individuals with chronic liver disease of different etiol., were enrolled in 
this study to investigate the prevalence of monoclonal gammopathies (MG) during 
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chronic liver dysfunction. A monoclonal band was detected in 61 HCV+ patients 
and in nine HCV- subjects only. In both instances, a correlation between MG 
presence and advanced age or degree of hepatic injury was noted. The 
prevalence of HCV genotype 2a was higher in HCV+ 

patients with, rather than in those without, MG. The MG+ HCV+ subjects did not 
exhibit human leukocyte antigen (HLA)-A33, B8, B65 and DR16 expression, while 
an increased frequency of DR15 structure was seen in the same group of 
individuals in comparison with MG- HCV+ patients and healthy donors . These 
findings suggest a possible relation between HLA haplotype expression, virus 
genotypes and the occurrence of MG during the course of chronic HCV infection. 
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SOURCE: Korean Journal of Internal Medicine (2000), 15(2), 

109-116 

CODEN: KJIMEH; ISSN: 1226-3303 
PUBLISHER: Korean Association of Internal Medicine 

DOCUMENT TYPE: Journal 
LANGUAGE : Eng 1 i S h 

ABSTRACT : 

Although the polyproteins of hepatitis C virus (HCV) are processed and formed in 
nearly equimolar amts., individual functional proteins have a discrepancy in 
their time of appearance following HCV infection and eliciting immune response. 
This study was conducted to compare the reactivity toward regional specific HCV 
protein in relation to virol . characteristics, including HCV genotype and HCV 
replication. Sera from forty-five patients with chronic HCV infection were 
analyzed through the expts. of the recombinant immunoblot assay (RIBA-2) , HCV 
genotyping and HCV RNA quantitation. The frequencies of seropositivity to 
C22-3, C33C, ClOO-3 and 5-1-1 proteins were 91.1%, 91.1%, 64.4% and 53.3%, 
rasp., of all the patients, and thus the antibodies to C22-3 and C33C proteins 
were found more frequently (p <0.05). The antibody responses between core or 
NS3 proteins and NS4 proteins showed more discrepancy in the HCC group than 
that in the CH group, implying a possibility of oncogenic potential of core or 
NS3 gene in hepatocarcinogenesis . The detection rate of antibodies to C22-3 
and C33C, in accordance with serum HCV RNA levels, was significantly higher in 
highly viremic patients than that in low viremic patients (p <0.05) . 
Antibodies to C22-3, C33C, ClOO-3 and 5-1-1 were also found more frequently in 
patients with HCV genotype lb, compared to those with HCV 
***genotype*** 2a (p <0.05). These results suggest that antibody 
detection of HCV may depend on the virol. characteristics of HCV, the levels of 
HCV replication and HCV genotype and, therefore, HCV RNA detection using RT-PCR 
technique is essential for confirmatory diagnosis for HCV infection. 
Furthermore, the HCV core or NS3 protein may play important role in 
hepatocarcinogenesis . 
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ACCESSION NUMBER: 2000:720362 CAPLUS 

DOCUMENT NUMBER: 133:247736 

TITLE: Accurate quantification of HCV-RNA with 2nd generation 

bDNA probe assay 
AUTHOR (S) : Sunaga, Hiroyuki 

CORPORATE SOURCE: Marketing Planning Dep., Diagnostics Div., Daiichi 

Pure Chemicals Co., Ltd., 13-5, Nihombashi 3-Chome, 
Chuo-ku, Tokyo, 103-0027, Japan 

SOURCE: Seibutsu Shiryo Bunseki (1999), 22(4), 323-330 

CODEN: SSBUEL; ISSN: 0913-3763 

PUBLISHER: Seibutsu Shiryo Bunseki Kagakkai 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE : Japanese 

ABSTRACT : 

A review with 19 ref s . The HCV-RNA quantification method with bDNA probe assay 
was approved for use under national health insurance in Oct. 1994. In the same 
time, QuantiplexTM HCV-RNA (version 1.0) was released for sale so that it 
became possible to use the kit at generic routine test labs, in Japan. Since 
viral load was recognized as a useful prognosis factor for the Interferon 
treatment of type C hepatitis, quant. HCV-RNA test with bDNA probe assay has 
been widely used in the clin. field, and many clin. investigations have been 
conducted with this method. In the same time improvement of the target 
specific probe set has been made as the first version was pointed out to 
underestimate HCV genotype 2a and 2b. Now, it 

has been shown that the improved bDNA probe assay with the new target probe set 
equally reacts with each HCV genotype transcript. The new bDNA probe test kit 
(version 2.0) with the new probe set allows us to quantify all of those 
genotypes within 15 fold range. No matter what the genotype is', accurate 
quantification of HCV-RNA is now achievable. It is expected that the kit will 
be a useful tool for the treatment of type C hepatitis with Interferon. This 
2nd generation bDNA probe assay kit will be launched in Oct. 1999 in Japan. It 
is expected that the therapy of type C hepatitis will be based on more accurate 
viral load quantification. 
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SOURCE : 



CAPLUS COPYRIGHT 2 004 ACS on STN 
2000:680723 CAPLUS 
134 :206368 

Predictors of the efficacy of intravenous natural 
interferon-beta treatment in chronic hepatitis C 
Fukutomi, Takayoshi; Fukutomi, Marie; Iwao, Masataka; 
Watanabe, Hironobu; Tanabe, Yuichi; Hiroshige, 
Kaichiro; Kinukawa, Naoko; Nakamuta, Makoto; Nawata, 
Ha j ime 

Department of Medicine, Fukuoka City Hospital, 
Fukuoka, Japan 

Medical Science Monitor (2000), 6(4), 692-698 
CODEN: MSMOFR; ISSN: 1234-1010 
Medical Science International Publishing 
Journal 
English 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
ABSTRACT : 

Several pretreatment factors have been reported to be useful in predicting 
patients with a high probability for a sustained response to IFN-alpha 
treatment, however, predictors of the efficacy of interferon-beta treatment in 
chronic hepatitis C have not been fully assessed. To clarify this issue, a 
prospective study of 52 patients with chronic hepatitis C was conducted. 
Patients were treated with human natural interferon-beta by drip infusion at 
doses of 6 MU/day for 8 wk. The following characteristics were compared 
between patients with sustained response (SR) and no response (NR) : gender, 
age, source of HCV infection, mean pretreatment serum ALT levels, liver 
histol., pretreatment serum HCV-RNA levels and HCV genotype. Seventeen of 52 
patients (32.7%) demonstrated SR. The proportion of patients with undetectable 
HCV-RNA levels determined by branched DNA assay (<0.5 + 106 eq/mL) was higher 



Copied from 09540843 on 05/19/2004 



Copied from 095^0843 on 05/19/2004 



in patients with SR than in those with NR (88.2% vs. 22.9%; p=0.0001) . 
Pretreatment HCV RNA levels determined by multicyclic reverse transcriptase 
polymerase chain reaction were lower in patients with SR than in those with NR 
(105.1±1.5 vs. 107.1+1.3 copies/mL; p=0.0001). The rate of SR was higher 
in patients with genotype 2a or 2b than in genotype lb (43.8% vs. 15.0%; 
p=0.0382). Multivariate stepwise logistic regression anal, showed that a 
younger age and low pretreatment serum levels of HCV RNA were independent 
predictors of SR to treatment. This prospective study demonstrated that a 
younger age, low pretreatment viral load and HCV genotype 

***2a*** or 2b were factors influencing the SR to interf eron-beta treatment, 
but a younger age and low pretreatment viral load were most important 
predictors of the efficacy of the treatment. 



REFERENCE COUNT: 



53 



THERE ARE 53 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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133 :100214 

Detection and molecular cloning of the extreme 3 ' -end 
of HCV 

Tanaka, Torahiko; Shimotohno, Kunitada 
Virology Division, National Cancer Center Research 
Institute, Tokyo, Japan 
SOURCE: Methods in Molecular Medicine (1998), 19(Hepatitis C 

Protocols) , 373-380 
CODEN: MMMEFN 
PUBLISHER: Humana Press Inc. 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
ABSTRACT : 

The 3 ' -end region of the hepatitis C virus (HCV) genome is composed of three 
characteristic elements: conventional 3 ' -untranslated region (3'UTR), 
subsequent poly U stretch, and a newly identified 3 ' -terminal sequence named 
the 3'X tail. The 3'X tail sequence is roughly divided into two categories for 
convenience, type A including HCV genotypes la and lb and others; and type B 
including HCV genotypes 2a, 2b and others. Here 

we present two sets of primers, specific for types A and B, used for 
amplification of the HCV 3'X tail. We also describe the methods used to clone 
the 3'X tail of HCV, which include primer extension and RNA ligation expts. 



REFERENCE COUNT: 



THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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130:336750 

Interferon therapy for patients with liver cirrhosis 
due to hepatitis C virus 

Miyake, Kazuhiko; Takikawa, Hajime; Yamanaka, Masami 
Department of Medicine, Teikyo University School of 
Medicine, Tokyo, 173-0003, Japan 
SOURCE: International Congress Series (1998), 1163 (Progress in 

Hepatology, Volume 4: Liver Cirrhosis Update), 125-132 
CODEN: EXMDA4; ISSN: 0531-5131 
PUBLISHER: Elsevier Science B.V. 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
ABSTRACT : 

We treated 31 patients (33-57 yr old) with liver cirrhosis due to HCV by 
IFNa. The total IFN dose and duration was 9,878 (175-2,403) MU and 14.8 
(3-62) months. The response was defined as complete in cases with normal ALT 
and neg. HCV-RNA at the end and during the post-treatment period of 6 mo or 
more. The rate of a complete response was 2 0 and 33% in HCV genotype lb and 
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***HCV*** genotypes 2a and 2b, resp., and the response 

rate in patients with low HCV-RNA titers was significantly higher than that 
with high HCV-RNA titers. A complete response required both total doses of 
more than 500 MU and therapy duration of more than 15 mo. During the average of 44 
mo after the IFN therapy, hepatocellular carcinomas were detected in 14% of 
complete responders and in 25% of nonresponders . According to these findings, 
an IFN treatment regimen recommended to HCV-related cirrhotics is considered to 
be based on long-term treatment (at least more than 12 mo) , an intermittent 
therapy (3 times a week) , and a proper IFN dose which can maintain neg. serum 
HCV-RNA for at least 1 yr. 

REFERENCE COUNT: 12 THERE ARE 12 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AUTHOR(S): Kobayashi, Mariko; Kumada, Hiromitsu; Arase, Yasuji; 

Chayama, Kazuaki; Kobayashi, Masahiro; Tsubota, 
Akihito; Koida, Isao; Saitoh, Satoshi; Suzuki, 
Yosiyuki; Murashima, Naoya; Ikeda, Kenji; Miyano, 
Yukiko; Mizoshita, Kaori; Matsuda, Marie; Koike, 
Hiromi; Hashimoto, Michie 

CORPORATE SOURCE: Liver Research Laboratory, Toranomon Hospital, 

Kawasaki, Kanagawa, 213, Japan 

SOURCE: Journal of Gastroenterology (1998), 33(2), 223-228 

CODEN: JOGAET; ISSN: 0 944-1174 

PUBLISHER: Springer-Verlag Tokyo 

DOCUMENT TYPE: Journal 

LANGUAGE : Eng 1 i S h 

ABSTRACT : 

Detection of hepatitis C virus (HCV) RNA by a second generations (ver 2) HCV 
bDNA-probe method (bDNA-probe) was compared with detection by the first 
generation (ver 1) assay. The two assays were performed simultaneously with 
the same serum samples of HCV genotypes lb, 2a, 2b, 3a, and 3b. The pos . rates 
with ver 1 were 82% for HCV genotype lb (type lb), 57.6% for HCV 
***genotype*** 2a (type 2a), 75.0% for HCV genotype 2b (type 2b), 
55.6% for HCV genotype 3a (type 3a), and 93.8% for HCV genotype 3b (type 3b). 
The pos. rates with ver 2 were 95.0% for type lb, 93.9% for type 2a, 83.3% for 
type 2b, 100% for type 3a, and 93.8% for type 3b. With Fisher's exact test, 
the detection rate for type 2a was significantly higher (P= 0.001) with ver 2 
than with ver 1. We obtained regression lines using the HCV counts measured by 
bDNA-probe on the y axis and the HCV counts obtained by an HCV reverse 
transcriptase (RT) -competitive polymerase chain reaction method (competitive 
PCR) on the x axis. The gradients for types lb, 2a, and 3b were greater with 
ver 2 compared to ver 1. The gradients for types 2a and 3b were the highest: 
for type 2a, y = 0.135x + 0.6 with ver 1 and y = 0.248x + 0.1 with ver 2; for 
type 3b, y = 0.366x + 0.1 with ver 1 and y = 0.727x + 0.3 for ver 2. In addition, 
HCV-RNA counts for all the genotypes tested in this study were significantly 
higher with ver 2 than with ver 1. Hence, we conclude that ver 2 of the 
bDNA-probe measures HCV-RNA counts closer to those obtained with competitive 
PCR than the ver 1 assay. 

REFERENCE COUNT: 15 THERE ARE 15 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AUTHOR (S) : Zignego, A. L.; Ferri, C; Giannini, C. ; La Civita, 

L.; Careccia, G.; Longombardo, G. ; Bellesi, G.; 

Caracciolo, F.; Thiers, V.; Gentilini, P. 
CORPORATE SOURCE: Istituto di Medicina Interna and Hematology Unit, 

University of Florence, Florence, Italy 
SOURCE: Archives of Virology (1997), 142(3), 545-555 

CODEN: ARVIDF; ISSN: 0304-8608 
PUBLISHER: Springer 
DOCUMENT TYPE: Journal 
LANGUAGE: English 
ABSTRACT : 

We investigated the pathogenetic relevance of hepatitis C virus (HCV) infection 
in mixed cryoglobulinemia (MC) with or without complicating B-cell 
Non-Hodgkin ' s lymphoma (NHL) in comparison with other Immunol, and 
lymphoprol iterative disorders. The following groups of patients were studied: 
A) 25 patients with MC in 7 cases evolved into B-cell NHL; B) 25 healthy 
subjects; C) 22 patients with different systemic immune diseases; D) 24 
patients with chronic HCV infection without MC; E) 25 patients with B-cell 
idiopathic NHL. Methods used included: i) Polymerase chain reaction (PGR) for 
HCV RNA detection in serum and peripheral blood mononuclear cells (PBMC) 
(uncultured or mitogen-stimulated) ; ii) Branched DNA (b-DNA) for HCV RNA 
quantification; iii) HCV genotyping by genotype-specific primers localized in 
the core region and by hybridization of amplification products of the 5' 
untranslated region (5'UTR), obtained with universal primers, using 
genotype-specific probes. Serum anti-HCV and HCV RNA were detected in 88% and 
73% of MC patients, resp., and in a significantly lower percentage of healthy 
controls and patients with autoimmune diseases. HCV RNA concentration was 
significantly lower in supernatants than in corresponding whole sera (p < 
0.001) . Plus-strand HCV RNA was detected in 81% of peripheral blood 
mononuclear cell (PBMC) samples and minus-strand in the majority of fresh or 
mitogen stimulated cells. All MC patients with NHL had HCV RNA sequences in 
PBMC. HCV genotype 2a/ III was detected in MC 

patients with a prevalence that was significantly higher than in HCV infected 
patients without MC. Surprisingly, HCV markers (anti-HCV and/ or HCV RNA) were 
found in 32% of patients with idiopathic NHL. These data suggest that HCV 
infection is involved in the pathogenesis of MC through both direct 
participation in the immune complex related vasculitis and by triggering the 
lymphoprolif erative disorder underlying the disease. This latter disorder 
seems to be related to HCV lymphotropism which could also be responsible for 
the evolution of MC to malignant lymphoma. This study also suggests that HCV 
infection may be involved in the pathogenesis of idiopathic B-cell NHL through 
a similar pathogenetic mechanism. 
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Randomized trial comparing three different regimens of 

alpha-2a-interf eron in chronic hepatitis C 

Chemello, Liliana; Bonetti, Paola; Cavalletto, Luisa; 

Talato, Fabiola; Donadon, Valter; Casarin, Pietro; 

Belussi, Fabio; Frezza, Mario; Noventa, Franco; et al . 

Clinica Medica 2, University Padova, Padua, 35100, 
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Hepatology (Philadelphia) (1995), 22(3), 700-6 
CODEN: HPTLD9; ISSN: 0270-9139 
Saunders 



PUBLISHER : 
DOCUMENT TYPE: Journal 
LANGUAGE: English 
ABSTRACT : 

Alpha-interferon (IFN-cx) is an effective treatment for chronic hepatitis 
C, but only 20% to 30% of patients are apparently cured with the currently 
recommended schedule of 3 MU given three times a week for 6 mo. To evaluate 
the efficacy of more aggressive treatment regimens, we have conducted a 
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randomized trial in 174 patients with chronic hepatitis C using three different 
schedules:. (1) 12-Mo treatment starting with 6 MU/three times a week and 
decreasing the dose on the basis of serum alanine transaminase (ALT) activities 

(group A: 59 cases) ; . Patients were evaluated during therapy for biochem. and 
virol. response and followed for at least 12 mo after therapy to assess 
long-term efficacy and liver histol. outcome. The genotype of infecting HCV 
was also analyzed in all patients, and predictors of response were determined by 
multivariate anal. Serum ALT became normal during therapy in 76% of patients 

(95% confidence interval [CI]: 63 to 86), 65% (CI: 52 to 77), and 74% (CI: 60 
to 85) in groups A, B, and C, resp. (P = NS) . The corresponding figures for 
sustained response 12 mo after therapy were 49% (CI: 36 to 62), 31% (CI: 20 to 
44), and 28% (CI: 16 to 42) (A vs . B,P = .06; A vs . C, P = 0.03). Eighty-six 
percent of patients with sustained response cleared HCV-RNA from serum, and 72% 
improved histol. Patients infected with HCV genotypes 

***2a*** and 3 had higher sustained response rates than those with lb, 
independent of treatment schedule. In patients infected with genotype lb, the 
rate of sustained response was related to dose and duration of therapy being 
28% with schedule A, 16% with schedule B, and 9% with schedule C. Multivariate 
anal, indicated that younger age (P = .016), shorter disease duration (P = 
.003), and infection with HCV genotypes 2a (P = 

.0017) and 3 (P = .0083) were independent predictors of sustained response. 
These results indicate that sustained response to IFN-a in chronic 
hepatitis C is affected by dose and duration of therapy, particularly in 
patients infected with HCV genotype lb 
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